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EXAMINER'S AMENDMENT 

I. An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1 .312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

The application has been amended as follows, to present an appropriate "Listing 
of the Claims" in compliance with the revised amendment practice under 37 C.F.R. 
1.121: 

Listing of the Claims : 

1 . (Currently Amended) A method of mutation analysis of a target nucleic acid, said 
method comprising: 

incubating a sample comprising said target nucleic acid in a reaction mixture, in 
the presence of at least one first nucleic acid and at least one second nucleic acid, 
wherein said first nucleic acid comprises a primer sequence which anneals to a unique 
site of a sequence of SEQ ID NO. 1 or 2, and said second nucleic acid has an opposite 
orientation from said first nucleic acid, said first or second nucleic acid comprises a 
sequence selected from the group consisting of SEQ ID NOs. 3-49: and wherein said 
incubation produces amplified products; 

denaturing said amplified products and re- qeneratina duplexes in said reaction 
mixture ampl i f i ed products ; and 
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detecting the presence or absence of a heteroduplex from said duplexes, 
wherein the presence of a heteroduplex indicates the presence of a potential mutation 
in said target nucleic acid, and wherein the absence of a heteroduplex indicates the 
absence of a mutation in said target nucleic acid. 

2. (Original) The method of claim 1 , the method further comprising 
determining the sequence of a heteroduplex region; and comparing the 

sequence of the heteroduplex region to SEQ ID NO. 1 or 2; wherein a sequence 
difference in the heteroduplex region compared to SEQ ID NO. 1 or 2 resulting in a 
predicted functional change in the protein encoded by said target nucleic acid is 
indicative of a mutation in said target nucleic acid. 

3. (Canceled) 

4. (Original) The method of claim 1 , said method further comprising performing a 
nested amplification reaction using said amplified products generated by said first and 
second nucleic acids as templates and generating duplexes in amplified products from 
said nested amplification. 

5. (Original) The method of claim 4, wherein said nested amplification reaction is 
performed using at least one primer selected from the group consisting of SEQ ID NOs. 
3-49 and their complementary sequences. 
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6. (Original) The method of claim 1 , wherein identifying the presence or absence of 
a heteroduplex from said duplexes is performed by DHPLC. 

7. (Original) The method of claim 1 , wherein the sequence of the heteroduplex 
region is determined by DNA sequencing. 

8. (Original) The method of claim 1, wherein said second nucleic acid comprises a 
primer sequence which anneals to a unique site within a sequence of SEQ ID NO. 1 or 
2. 

9. (Original) The method of claim 1 , wherein said sample comprising said target 
template is selected from the group consisting of: genomic DNA, cDNA, total RNA, 
mRNA, and a cell sample. 

1 0. (Original) The method of claim 1 , wherein said incubating comprises an 
amplification reaction selected from the group consisting of: a polymerase chain 
reaction, a ligase chain reaction (LCR) and a nucleic acid-specific based amplification. 

1 1 . (Original) The method of claim 1 , further comprising confirming the amplified 
product is a PKD-specific product with one or more restriction enzymes. 
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12. (Original) The method of claim 1 1 , wherein said restriction enzyme cleaves a 
PKD-specific product to generate a digestion pattern distinguishable from a PKD 
homologue product. 

13. (Original) The method of claim 1 1 , wherein said restriction enzyme is selected 
from the group consisting of: Pst I, Stu I, Xma I, Mlu I, Pvu II, BssHII, Fsp I, Msc I, and 
Bin I. 

14. (Currently Amended) A diagnosis method for identifying a patient affected with 
PKD, said method comprising: 

(a) obtaining a sample from an individual; 

(b) incubating said sample in a reaction mixture, in the presence of at least one 
first nucleic acid and at least one second nucleic acid, wherein said first nucleic acid 
comprises a primer sequence which anneals to a unique site within a sequence of SEQ 
ID NO. 1 or 2, and said second nucleic acid has an opposite orientation from said first 
nucleic acid, said first and second nucleic acid comprises a sequence selected from the 
group consisting of SEP ID NOs. 3-49. and wherein said incubation produces amplified 
products; 

(c) denaturing said amplified products and re- qeneratinq duplexes in said 
reaction mixture ampl i fi e d products ; 

(d) detecting the presence or absence of a heteroduplex from said duplexes, and 

(e) determining the sequence of the heteroduplex region wherein the presence of 
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a mutation in the heteroduplex region as compared to SEQ ID No. 1 or 2 is 
indicative that said individual is affected with PKD. 

1 5. (Original) The method of claim 14, wherein said detection of a heteroduplex is 
performed by DHPLC. 

16. (Original) The method of claim 14, wherein said sequence is determined by DNA 
sequencing. 

17. (Original) The method of claim 14, wherein said second nucleic acid comprises a 
primer sequence which anneals to a unique site within a sequence of SEQ ID NO. 1 or 
2. 

18. (Canceled) 

19. (Original) The method of claim 14, said method further comprising performing a 
nested amplification reaction using said amplified products generated by said first and 
second nucleic acids as templates and generating duplexes from said nested 
amplification. 
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20. (Original) The method of claim 19, wherein said nested amplification reaction is 
performed using at least one primer selected from the group consisting of SEQ ID NOs. 
3-49 and their complementary sequences. 

21 . (Original) The method of claim 14, wherein said sample is selected from the 
group consisting of: a genomic DNA, cDNA, total RNA, mRNA, and a cell. 

22. (Original) The method of claim 14, wherein said amplification reaction is selected 
from the group consisting of: a polymerase chain reaction, a ligase chain reaction (LCR) 
and a nucleic acid-specific based amplification. 

23. (Original) The method of claim 14, further comprising verifying a said specifically 
amplified product with one or more restriction enzymes. 

24. (Original) The method of claim 23, wherein said restriction enzyme cleaves a 
PKD-specific product to generate a digestion pattern distinguishable from a PKD 
homologue product. 

25. (Original) The method of claim 24 wherein said restriction enzyme is selected 
from the group consisting of: Pst I, Stu I, Xma I, Mlu I, Pvu II, BssHII, Fsp I, Msc I, and 
Bin I. 
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II. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kenneth R Horlick whose telephone number is 571-272- 
0784. The examiner can normally be reached on Monday-Thursday 6:30AM-5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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